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B - Jgnve^g discloses a new kind of 

polynucleotide encoding said 
polypeptide and a process for 
producing the polypeptide by 
recombinant methods. It also discloses 
the method of applying the polypeptide 
for the treatment of various kinds of 
diseases, such as cancer, hemopathy, 
HIV infection, immune diseases and 
inflammation. The antagonist of the 
polypeptide and therapeutic use of the 
same is also disclosed. In addition, it 
refers to the use of polynucleotide 
encoding saidirrestin family 1 1 . 
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WO0162782 

- WO200 162782 NOVELTY - An 
isolated polypeptide (I) of theHHlft 
pBi 1 1 contains an amino acid 
sequence (II) of 97 amino acids or its 
fragment, analog or derivative. 

- DETAILED DESCRIPTION - 
INDEPENDENT CLAIMS are also 
included for the following: 

- (1) an isolated polynucleotide selected 
from: 

- (i) a polynucleotide (III) encoding a 
polypeptide of (II), its fragment, analog 
or derivative; 

- (ii) a polynucleotide (IV) 
complementary to (III); or 

- (iii) a polynucleotide with not less than 
70% homology to (III) or (IV); 

- (2) a recombinant vector (V) containing 
an exogenous polynucleotide 
constructed from (III) and a plasmid, 
virus vector-expressing vector; 
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- (3) a genetically-modified host cell with 
an exogenous polynucleotide selected 
from: 

- (i) a host cell (VI) transformed or 
transduced with (V); or 

- (ii) a host cell transformed or 
transduced with (IV); 

- (4) producing the polypeptide by 
culturing (VI) prior to isolating the 
product; 

- (5) an antibody that binds specifically 
with (II); 

- (6) mimics or regulators of the activity 
or expression of (II), specifically 
compounds that can mimic, promote, 
antagonize or inhibit|^^^^^i% 1 1 ; 

- (7) use of the above compounds for 
regulating the polypeptide's in vivo and 
in vitro activity; 
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- (8) detecting diseases relating to the 
polypeptide or disease susceptibility by 
measuring the expression dose of (II), 
determining (II) activity, or detecting (II) 
expression dose caused by the 
polynucleotide that has abnormal 
activity due to polynucleotide mutation; 

- (9) the use of (II) for screening mimics, 
agonists, antagonists or inhibitors, or 
for use in peptide fingerprinting 
identification; 

- (10) using (III) as a primer for nucieic 
acid amplification reactions, as a probe 
for hybridization reaction or for 
producing gene chips or| 
and 

- (11) drug compositions for diseases 
relating to (III) containing (II), (III), 
mimics, agonists, antagonists, 
inhibitors and their preparations, which 
can also be used as diagnostics. 
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- ACTIVITY - Cytostatic; virucidal; 
immunomodulatory; antiinflammatory; 
hemostatic. No suitable biological data 
was provided. 

- MECHANISM OF ACTION - Non 
given. 

- USE - The polypeptide and encoded 
polynucleotide are applicable in 
diagnosis and treatment of cancer, 
hemopathy, HIV infection, 
immunological diseases and various 
inflammations (all claimed). 
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11, uzm&zjk&izmmn. *mm&&£%#%t 

0W, «*6**ftj*ja*i|ft±*^^ [Craft CM., 
Whi-tmore-DrH--19957~FEBS-teTt— 362rW7=255t7 

[FY]-R-Y-G-X-[DE] ( 2 ) -X-[DE]-[LIVM] ( 2 ) -G-[LIVM]-X-F-X-[RK]- 
[DEQ]-[LIVM]; 
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*jfc*tt-*Btt«#£*tttftt£fc — **fcJR#*l*6** ii VX& 
tftftfr. 

*£«tt*-+Btt**#4htf;Mt«tt#ft — tMfcMN"l>*l*6** 11 
*Jt**A-3(t^*«»#llt. *#*t*AM, €41^: A^SEQ ID No. 2 
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&A#SBQ ID NO: 2ft£ft#*lft£Jfc. 

<a)«*$A#SEQ ID No. 2&&mm0' 

HI. S#tttf*ttff*l*iUTfitt-#: (a)** SEQ ID NO: 1 + 
988-1281 ^^^^1; (b) SEQ ID NO: 1 + 1-2025 

MJWftfc-Mfcfc**, JMsfcJNJfl******. **«*#A/B*#*fc 



@l^*^B^4a^«^fJS-^^^11^29-87^59>h^^^^^^^4Slt 
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m 2 11 ^Mn^mmmtm (sds- 

PAGE). llKDa^g-^JM^f-t. ffrMr^^ajft^G^. 

*Hft*^J*WDHA*RMA, •fe^TTKA*4t**4l«. f***A***X*. ft 
*Jfc, *# *#*lt It #lt**6M^J(IA*>lrft*#^. 

#A&f&. ***** **. 
*ftfr* , 6i!r*^«*lr*#*l*6**ii4«r^f-. 
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#J*P, "C-T-G-A" *JsS.ft1**9l "G-A-C-T" ft*, ft 

fftttW^*. ^Tfflfe-f-^r^Hl^HttW^*, ftna&MBGALIGNg/f (Lasergene 
irof tware-package— DNA STAR, Inc. , MatlrsoiH^»Hr^BGAI^GW^-fe|g^^^-- 
#&frCluster&tk&i$#3&###mHiggins, D. G. P.M. Sharp (1988) 
Gene 73: 237-244). ClusUijkaWte%1SM*.Wto&*ft&M9i&9lllL&. 

*/^4H*tt*tf**fta«. W^«l*»*Hl*i*HlA^J!li«:R«r#HtfeW 

ggu^gig^gigfi^gj^ xl00 

N$4Bffl'l£W#^(Hein J., (1990) Methods in enzymology 183:625-645). 
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"tt*" Fa, F(ab') 2 ^Fv, £tfe##<|4 
iS^^#T^^^ftr^ 

tt&t*&#&. ******* 
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+*H**fc*H*ft4&**f»; *# (ill) *+J*»^HtJ|*- 
IHkHfc (tti*iJHfe#IJt«*«»ft^*. mmL-&) (IV) it 

**«*#7£**M*ft ******* SEQ ID NO: 2 ft£ 

If^M^^II*. ***tt#*#**«4&£ SEQ ID N0:1 

*#al. **W»#*#«JMJ»Jlrft«* CDMA 

2025 +**. 988-1281 M7 *7 

*#*tt£*tf*TT«*DNA#£#* RNA$£. DNA$£&& cDNA. *@ 
ft DHA AAX^jftft DNA. DNA ?tt*JMtttrt*JUItt. DNA ^ft***M* 

SEQ ID N0:2ft£6jti£#Jft, SEQ ID NO: 1 Jft*6MWK#*J#IM!ltt#* 
*4 SEQ ID NO: 2 ft*A*#fttt**ff*l; 

*# u mpmzm%c **4^*4*#Ktt###**«»*«* 
*#/****#ai»#*#*. 

*jfcw«*AJ:3ti»3a###*ft**ft. a************* 

*. fc*ft*-+**+***(**fi. ^M*A. fi^^A*j*-h*<** 



WO 01/62782 



PCT/CNOO/00710 



50%, imftnfe). «^#j?JWfM#T^«i«^^if 

*»iltTW**^ifcJtt. *P0.2xSSC, 0.1%SDS,60r;iU2)jfc&N>/a£&#l, *» 
50%(v/v)f ftlft, 0.1%*4-iL*»/0.1%Ficoll, 42TCf; ' * (3)ft£?iS*/M*.fl 

**Wtt#flt£SEQ ID NO: 2M7^A^^#N^^4ff#^tt^tt. 

ft w tt*ifcS^ 10 ft#*M> 20-30 -t##fc, Jt**S> 50-60 

PCR) »HJ|r5fki/jft^||MMiat#«4rd4m 11 

DNA ^ft^^|4t^T^*^#: DAUfcB& DNA^^H DNA 

#*h-2Mfe#^^ 

_Li£||P]ft;!f&*, DNA ***|fl. DMA JMKA***** 

*£#4^ft;!f&. Xft*4fltt>fr**cDNA#«tt£*. ^&^*&ftcDNA 

2lkife&&#(Qiagene). cDNA ****** ft** (Sambrook, et al., 

Molecular Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory. 
New York, 1989) . ^TftSlflf ±$$L$I cDNA *P Clontech ft^E cDNA 

TTfl**#*JML* cDNA **ttf&*£J!tt£BJ. 
rfci 1 ): (l)DNA-DNA £ DNA-RNA (2)#&H@:#Gfeft HJ&#*&; (3)* 
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lilt, 10 tMl^ 30 50 ^ 

100 IMt-'tt-fcAfct* 2000 

iirt. ftfttt* iooo A*tf*6m***«E***tt*B 
^nm*«rJW±ib**j**l DMA/fni. ***tt&B*;»*#tfftS&*rGi 

$ft&#&#*P Western B|#:fe&&lt& (EL ISA) 

& $ PCR it * Jt DNA/RNA $ # * (Saiki, et al. Science 
1985; 230: 1350-1354) & ft tt*B. #*'J + # 

cDNA tf, *rft4&Jfl RACE * (RACE - cDNA *$&i£rif&) > ffl "f" PCR 

ir«******««ilL*^»frftftr*WDHA/RHA>|r|k. 
*U:ftg#S|tt*&9!tt&B. DNA tf&£tt£fc#ft#?jT<rfl 

■tE^^^PK^ft^^-i^ (Sanger et al. PNAS, 1977, 74: 5463-5467) £ 
*||#tt#^««^Ht^W**^**l±*. 3fT£#£*# cDNA 

-^-^-cDNA~^h 

tt*-f T7 (Rosenberg, et al. Gene, 1987, 56:125); £ 

^IL^&J&'r 1 *^ pMSXND *3£$ft(Lee and Nathans, J Bio Chem. 
263:3521, 1988) 3H»*ftAlB* + *i*** : f*Ftt*#W**. *** ' 
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DNA^$&7|t» ftftt&&7|t# (Sambroook, et al. Molecular Cloning, 
a Laboratory Manual, Cold Spring Harbor Laboratory. New York, 1989). 
Jffgtt DNA ^^JlTW^ftfll^ft^+^^i^^^ii. mRNA 
*M#**f&*tk«**: ***Ftttt lac A trp A&tftft PL 

CMV jfcffJMfUB?**-. HSV M***A#?. ^-$*p 
SV40 LTRs 3fP* , fe-#B^W^rft*l*0**^^ 

t^#^#H4rs. Jt»^*DNA*^tt*A#«Bf-. lOfH 300 

JB-Kft ioo M 270 >MUfcrfiii SV40 fca-j-, 
*a*ttA**#*a-f-*. 

-f^HMHMI^HNWWt*ft4». 

Bfc; a^^J!fe^P^^ S2 ^ Sf9; ##ifflJ&#P CH0> COS A Bowes jtM&iM. 

DNA ^JU*^*J»ifc DNA JMttft&*fr#ftft£*Bflfc?r 

«**Jft**AA»^tt*****<T. 2*±*Ji#^*****Ftfi*» II 
ftfc DNA A CaCl,*A«i JNBtt** 

£*«&#r$K *r«&tt££l M g ci 2 . *P&f£, #4fc*^/B***Ltt 

-10- 
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!att**£L*r#«flrGJltffe 11 (Science, 1984; 224: 1431). 

(1) ffi**Hltt**A **felr#*lflr6*ift 11 
*«i**#*t»*!itft*4ll##ft*#**t*!l*±**; 

(2) 4««##*+###i**; 

(2) +, 4iuHrJStt*±M. ^#4 , ^f^^^#*^r^^^^ 

Mil. **U8*#MM* fc#tt##fctttt*ii4Mt£*'#s* 
ft#****«***AMM*l»*l. ****** 

0, #J*p, f^Ittttl. »J^»^i*» Aft*, hiv 

UEifefcfclfc 

ftft** g ***** *6^J*A*6JJL 

««ffc*#U*6##*#*ffH**J***1t motif ffftf . *Jb*A. 

-it- 
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#*tt4MJ&*#ftl*6 motif M&JHT. ****** ft** motif 

****MM» ItM. MMftftWRf: 
MM: MMJM*. ftflJE*, t*M*. *# 

M«M. «M. M*M*fc»4* 

«J»ifeTr*IL*: JIM* ifc#.&*0> JfttoMfclM. 

/ft$flfc*£> Mfr. . ft* > ***fe**Mj*» SUM*. 

jMtTM. %m*k&* ft MM. M*M. #Jfr^f*ffi. 

#ft*M* **ttM*. taJRM. A*tk6rt*» A*ttt*»*6rt*. 

4**irMMM: »#jtir*«, iirttM. *ittri»4. %*m. 

**M#M*ir?*tt*M. M. A*. JM#*rt*W*Mfefc**ifc 

MM. **M. tfeJfc1T«UI* 

MMIbM: WM* JfM* JHft. JUM* 6JlM* 

¥M#M» ^£#1$. Wlttl. ftfJM* jmmm* 

f-ft'M. ^ttf!Jf$> MM. MM* M*#M» #MA#*#M. #"0^ 
*M* *lt#M« MM. MM. IJ»i. MMM. -MM 

*MM*MMft***n M*MM/*MMM. Jkfc 
MMAAMMM*. 

*jltM#IJtWA*#fltMM. *#*]##M*Tft£fl-FM7& 
ff, #J*p, TTi&ff4MtM;*;#MM. M. 
MMM&ftMMM*. 

*A * T KUftX (*M) M M (MM) MM 

11 *M«MMM*6M 11 *J^^ 

JteM#£Mfc, »MMftjh3H»*>r*li|fcatil»M**«i*«i*'4s-3ttM 
M. ^J^tP, M4«*tt#*T. MILMMMM*MM*MM 
li MM^ftftMJHLMMM* li -M#. MJI&MM 

-12- 
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7##MM#$£&£& ll m ****** (ft** 
-f): **fc*L*. ***** Fabtfft*«Fab*ifc* 

Alt*) «r**#H. #*MJ^*JB^*a**tRJft. 
^ IK. & £ $ ^ trttotri^TnaTrd~ttttytg"nE Na~tirre7~r975~; 2Sfc-4 - 9S—497)i 

$E£^ft&£***r$ (Morrison et 

al , PNAS, 1985, 81: 6851) . ffi &#tt£; ic ^MI*ftft&# (U. S. Pat No. 4946778) 
*TT«f- 4i te *t**fcM#«*6*ife 11 ft****. 

ii. 

^tW)*t^^. -3(t*1ir«f***«****#l*i SPDP, 

-13- 
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&S*frlMfc*«*0r**»tt. fish 

*NBf*4a^tt*ito*#fj*&** ii. «#«lrt»tttt**fcit#«* 

ii #J*p, -Jlt**»**it*#ll*6** ii 
«t*T*t#**li*ft**fc*#«i*6** ii, M^T^ttJt**-*-. 

#«£*lJt«]£6£& 11 mRNA «S«#A(4&«JSLX UNA * DNA) ft 

RNA ttS|# rna 

R^^I RNA *P DNA A^m^m RNA ^ DNA *P@*i!4 
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***fc**A***aM*#****Br***. SLX RNA mi4!4 

& RNA ft DNA DNA #?'J e,&^2j*fttt RNA 

*****fr**T*. *7****a"f-****. */B###*xt#*ff* 
*. ***>9f«!ttff&l-fcA, ****i:«*********#*flt*«* 

«*ft*fc*#«*6** 11 ******jflf 5MHtL*#«*&* 
A 11 ********. **«HHtL*«i*l*6** 11 ******* ■?* 
*«*&*#****£ 11 **fc$*****K*T**fcft#?l*6* 
Ml ii *#t*&. frft*ft*fc*#fl*6** n * DMA#ai*JB^tf#fc 

#*$tf*£«*J*#*£*#*flr6** 11 
Southern Ep$&, Northern $J*i2s 

#*«nMi*#^*4al*#*. ★ft*******-**-* 

*#TT#**tfE«**flWicroarray)* DNA (X#3j ) 

±, «^#ft»+*H»*^*^*r*«*H**f. ***4i**l'«*-6* 
& 11 *#*5l**ft RNA-*^*4|&&ttT-PCR)fr^r*4««l**4t|t 
#**6.**n *K*j**. 

6 It* 11 ##*&ii. «*iL*#*flrd** ll *£*^5t&&.5iE*SJdfe. 

-##*£NNM*Shlhl^ 

•feft^Hf^. Southern DNA PCR 

ft******. 0lfc* Northern Ql* 

Western $*^R*^*j|B*%**. 

****^*^*********-**. *#**#***4|-rf**A 
fc£fWiMfc*#.B.*W$#**. 0*. f****fc*-b*#*H*** 
ft*. K**>**f-*»**ft*(*****)**4*#iB**fl 

*»**-****JiL*DMiU!f**flt-f*4*±. 

Wffit*.. **cDNA**PCR5l*(tt*15-35bp), *Kfttf*| 
ft*, *Jfe*9l*ffif-PCR***»4S-*A*t******^**i K 

****-*#*f«l**A*H***'***/ ,E *r**>irft. 
***«*»***5I*. if iN«-**H <!♦***** /*■ ft 

-15- 
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cDNAj$. 

%&m$k1> i tii%.fr. ih^^^^#jiLVerma#, Human Chromosomes: a Manual 
of Basic Techniques, Pergamon Press, New York (1988). 

U*£BSft£fe£*. it^t^HTJC^V.Mckusick.Mendelian Inheritance 
in Man ( "Sf if ^ ^ Johns Hopkins University Welch Medical Library$#l$ 

ft**. 

&ttA**i*A*+ft, «tMtA4ttift«, 

lA*4fef^BB^|fej(7JHi#20kbxtjft-f->h*H). 

®*%LW$i®n&4-!fo& t ft. ^3tA##-A, *ei***utt. 



-16- 
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at-jW****. &-MM> *********** 

Sambrook #A, ^jfcUr: &$k%5M (New York: Cold 
Spring Harbor Laboratory Press, 1989) + *#«WitrrtJff*tt 

ffi#^#,^jm/^/t,^-#^H^AJ3&0^RNA. ^QuikmRNA Isolation Kit 
(Qiegene Afl^fp) /A&RNA + ^&poly (A) mRNA. 2ug poly(A) mRNA^j£#f: 
$$cDNA./fl Smart cDNA^|ir^J^:(J^^Clontech)#cDNA>)-^^#Af"JpBSK(+) 
^(Clontech^^fiX^^ASHi^J:, #ftDH5a, ^f^J^cDNA^. ^Dye 
terminate cycle reaction sequencing kit (Perkin-Elmer^^J/* &) jfaABI 377 

(Genebank) &frfck&, 
0045g03ftcDNA#*|#*rftDNA. ?'J 51 M#£Mr£ft-}f AcDNAtf 

®C$iftKfaM%.. &JMt$, 0045g03tlt^^^cDNA^2025bp(^Seq ID NO: 1 
#T*) , A#988bp£1281bp#-^294bpttff#|S|fc;|g& (ORF) , 4ft4->Mfrtt 
&|(JjK (*PSeq ID NO: 2#f^ ) . M^ibAlH^^ # pBS-0045g03, 

JNM-* Jg# « 6 1 h 

mm cDNA 

#*A«MMIcMtt«ft6Jr#tii^l!lJtAM«lrft6^l(l. flGCG+ft 

profile scan^^ (Basic local alignment search tool) [Altschul, SF et al. 
J.Mol. Biol. 1990; 215: 403-10], £prosite$*^#:ifctf 

M> W*#**-f»l, H**#0.24, #^13.87; 1^^13.40. 

Primerl: 5 -ATTCTGCAGATTTTAACCACTGTC- 3' (SEQ ID NO: 3) 
Primer2: 5 -ACGG AGTCTCGCTCTGTCACCAGG- 3' (SEQ ID NO: 4) 

-17- 
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Primer ljHi^SEQ ID NO: ltt5'ifttt#lbpff#ttjEfi#?!l; 
Primer2^SEQ ID NO: lft + ft3'$&|ig#7>|. 

t% BL&$l&flr: #50^1$ tfL&fafa t^^-50mmol/L KC1, lOmmol/L 

Tris-HCl,pH8. 5, 1.5mmol/L MgCl 2 , 200^ol/L dNTP, 10pmol3|#, lUftTaq DNA 
ffc-^Sf (ClontechA^fi). £PE9600§)DNAjMJF ft (Perkin-Elmer^) ±#T 
?'J&#&&25^$$: 94°C 30sec; 55°C 30sec; 72°C 2min. ^ERT-PCRBtl^I &H£ 

ft, ^TA^ftr^*|^feil|pCR«*± (Invitrogen^fO^fi ) . DNA#fl|&#g 
**WPCR^ttftDNA^t^J^SEQ ID NO: lfft l-2025bp£<H@ ffi . 

£»J4 Northern ^*^*f«*^jK#|HM*6*^ll*SWift5fe 
ffi-#&H#&RNA[Anal. Biochem 1987, 162, 156-1593 . l^&'fe&^'li^ 
ff^4M**|LWl-25riMt#<Mft, 0.2MZi*4ft (PH4.0) 
^ftiRiltf^*. *»Alflr**fi|*|HM/5<MlWi 1 ijr-*A* (49: 1) , £4- 
M*MB£, *»X#?f# (0.8^) ##»^*"i?#S!|RNAE«t. # 
#fiJftRNAE^70%^^^^, ^fifc##-f;it+. $20^ RNA, &^20mM 3-(N- 
p 4*^ ) ( PH7. 0 ) -5mM^^-lmM EDTA-2. 2M«F&ftl. 2%$JM&jfc±& 

fife*. Bfsmm^m^ /fia- M P dATPiiiilt*l0l%^f'J# 32 P-#iS 

4rIMA##H9frt«r^^ 

EJf #l(988bpM1281bp). #32P-# i&ftlMr ( #2 x l0 6 cpm/ml ) -«?&#7RNAft 
*ft^ifc*fc&-*ift + ^42«<:jfe&it£, #**&*50%¥ &JB:-25mM KH 2 P0< 
(pH7.4) -5xSSC-5xDenhardt's^^P200ng/ml#i|tDNA o #JtJ&£ 
lxSSC-0. l%SDS + ^55°C&30min„ ^Phosphor Imager^^^*. 

mm #&*>&ft 

ft#SBQ ID N0:l*iBlM«ttM&#£i. i^lit iB — ^ 4# ^ 1i J# # 

Primer3: 5-CCCCATATGATGCCTACAACTTTAATTCATTCA-3' ( Seq ID No: 5 ) 
Primer4: 5'-CATGGATCCCTAGTGATAGACCTTTGCATTGGC-3' (Seq ID No: 6 ) 

fr3'$fti*9#?'J , NdeI^BaraHIS|^>fiJr^a^*it^liapET- 
28b(+) (Novagen<M/*ft, Cat. No. 69865. 3) _tft4&te ft^®^. Bl^tf^-fc 
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Btt4fc0ftpBS-OO45gO3#&^$;K, &ft?aBL$L. PCR&&&#;$: &#.&50,il 
+ ^pBS-0045g03ji:fel0pg. 5l^Primer-3^PPrimer-4^!j^l0pmoK Advantage 
polymerase Mix ( Clontech^fl/* & ) 1^. 94°C 20s,60°C 30s, 68°C 2 

min, #25>MI ^Ndel^BaaHI^J^rJt^^^ltttpBT^S (+) # 

*-MP»* (&*l*30,ig/iil> fi&LB^ft##ii*^, At *PCR**#«femtt* 
&. *JM5JI|Et*Wtt*t (pBT-0045g03) «t,fli«5*#tft* 

&#tt*J®#f BL21(DB3)plySs(Novagon^f3/ t ft). £-£- + *P#* ( 
30^g/ml) ^LB^^#*+, t±0BL21 ( P ET-0045g03 ) ^E37°CJ##m^^^ 
■ft*, >AIPTG£^&£lmmol/L, ££##5*11*. flf*Cf ^tfr, &&P$L$L 
t,^^^*±**, $t&^6 / M&&& (6His-Tag) g^lft£^Ji#*£His.Bind 
Quick Cartridge ( Novagen^^J^ ft ) H^Jft^f, ftU Tftftti B 
;K«Hfcl#G*fcll. gSDS-PAGE>fejfr, £llKDa&fcf«-.£-tt*f (ffl2) . # 

H^SEQ ID NO:2^fj^6«|N-i»15>MUtft***^*ra. 

*! 

NH2-Met-Pro-Thr-Thr-Leu-I le-Hi s-Ser-Ser-Arg-Gly-Phe-Ser-Leu-I le-COOH 

(seq id no: 7). ^#|^M^iLt»6^^ii«d«dllMAIL^#r. 

#JC: Avrameas.et al. Immunochemistry, 1969; 6: 43. ffl 4mg_h3£iLi£3r 6 pfk 

ELISA*^AiLJtt*t#«r*-*. A*6A-Sepharose^tt*Wtt^*AiLj* + ^ 
HUlgG. ##Jfc&^f-&ft#,fc4fcttSepharose4BfcJi, A *^Jft*f J*AL^IgG+ 

flifc, ^*#^^J|^H*l[WEtftiR**iaft«WlfeHft* cDNA 
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*m&mn®&)k*2tm£m&sE<) id no: i <¥&nt&&mm$ 

$Mm&®m%£m&%rt. M&tt%&%$L,M&&* Southern 

Northern l«iMp&W&#, fcfl«##*fc*#*«#*Hfc*il 

#. **ife«^««*«fttt*M*# (*«Mfc*^Mfc*tt*&>. Gift** 
##**J.*ft»#*tt«*!M»*. **A*^ 

**^**WW##*SBQ ID NO: 1 #HA£#MaM*^tt^ft; 
tf**^******** SBQ ID NO: 1 #|«5*hft*$#rffc#&. *** 



1, *4|-**ffcifc«H# 18-50 

2, GC^*^ 30%-70%, jti±»l###ttj*J*«iP; 

3, *#rt»JfiL5&£^E*; 

fe#**Ji4*^*l^***^^R* ( BP SEQ ID NO: 1) &*Ptt£@M 

A. 

« A « J:£# W ft A K T -**4h 

1 (probel), A"f ^ SEQ ID NO: 1 tt&Btf&&£H* 

j£5*h (41Nt) 

-20- 



WO 01/62782 



PCT/CNOO/00710 



5*-TGCCTACAACTTTAATTCATTCATCTAGAGGATTTTCACTG-3' ( SEQ ID NO: 8 ) 

m\ 2 (probe2), M,T%=-£&it, #g-f SEQ ID NO: 1 tt£Bft&Jft£ 
S*M-fttt#***#*l (41Nt): 

5-TGCCTACAACTTTAATTCAGTCATCTAGAGGATTTTCACTG-3' (SEQ ID NO: 9) 

ft: DNA PROBES G. H. Keller; M. M. Manak; Stockton Press, 1989 (USA) l^ljl $ 

1 , JKJf **a & + DNA 

(PBS) ftf-m*. JB*****^*******. + 2) 
ft lOOOg 10 3) fl^aUM 1 * (0.25mol/L 25mmol/L 

Tris-HCl,pH7. 5; 25mmol/L NaCl; 25mmol/L MgCl 2 ) ^c^jJE,^ ( lOml/g )„ 4) 
* 4°C /1JiiL#4£«ft£44£fi*ft*, lll^t^W. 5) lOOOg 
10 6) ftt£dB|fe%& (#0. lg l-5ml ), #BU000g**fc 

10 7)^^t^^ftm(#0.1gt^§l#fpilPlml), MftKT 

ir-DNA-6^MA*5t 

jMfc: 1 ) % l-10ml * PBS fo&M, 1000g 10 2 ) A^lBftfUF 

*l*^jfeW»lfe (lxl0 8 ^H/ml) ft^&fl lOOul SL*M*J+*. 3) fa SDS 
. 1%, **fc****:fctft SDS J;&ilPA2j««+, MWtt* 

*J***jfH*«<tt«^. JNHW/**. 5t-^^#H>i0 7 «^#J8!iri. 4) 
;fo*&*K£&$fclfc200ug/ml. 5) 50°C 1 37°C 
6) JB lift: #A*<25: 24: 1 ) ft*, £*^#lf + 10 £ 
#. Pf#A^^*> 7)#*###S*f . 8)«4f*« 

#A*(24: 1 ) #*. S^lO^Hr". 9 ) DNA . & 

%m DNA**fefc*ZJMfc*. 
3, DNA ttftfc*! ZJMftfc 

#«£: 1 ) # 1/10 fcft 2mol/L Blft4A^ 2 teftft^ 100%ZJ**»£!| DNA fcjft 
+ , £-20°C *1 1 /Mtfjfciifc. 2) 10 3) <M?«UB*flliiZ, 

#. 4 )/8 70%*Zj* 500uljfcfcJMt &^5&#. 5) /K?*lB*flllBZJ*. ffl 
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500ul *Z,#fcifrJ&£, 5 6) /.KfftlBMIlHZJf. &J££#.*JU 

a*fc**z,***. 10-15 vxfcmmnat. 

&&£^M> *Wft*t*f**. 7) TE Aitl DNA 

HHfrftfli****. HftMfctfJfAiTB, fc^MDNAjfe&*#, # 1-5 x 10 6 

H&iH/A^p lui. 

(KT* 8-13 jmtUH-f M«#dHr|t 14 

8) #RNA»A*iS|DNA**+» lOOug/ml, 37°C 30 ^4+. 9) 

ApA SDS *p#6 * K, ^*A^*JA 0.5%*p lOOug/ml. 37°C 30 $H*. 10) 
fUfr: ( 25: 24: 1 ) 10 11) 

^^{B^K*. ffifft&ttflGr: #AIM24: 1 ) ft* 10 12) 

/>^iB*#, ;&Pl/10ft$2mol/LSl&#jfr2.5ft#^ZJ$, Jg,^a-20 o C 1 /Jn 
tf. 13)^ 70%£i|A 100XZ l #ft&K&, £^1*, t*ttft. *t£E# 3-6 
jMt 14) iJ^A 260 ^A 280 ^«|DNA^^^*. 15) &g£#&^f-20 o C. 

#J&ft$J&: 

D^4x2 iti^M^iti (nc m^&%±.&m& 

W-f-i-f *3H^r 0.5mol/L Tris-HCl (pH7.0), 3mol/L NaCl ft*i2U: 5 ^# ( tf 

1 )3yl Probe( 0. lOD/lOyl ),;&pA 2plKinase ^##,8-10 uCi r 32 P-dATP+2U 
Kinase, 20pl. 

2) 37r ^7&2^Bt. 

3) j|P l/5#$tift*£$:M!| (BPB). 
4 ) i±Sephadex G-50 4±. 

5) £# 32 P-Probeft£$tf ( Monitor jt«| ). 

6) 5*/f , 10-15 f. 

7 ) /8*ftRKttJtaiN&*ft. 

8) ^|-i(m«IVj||J|ff||#t!| "P-Probe ( & " *M7#fty-»P- 
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dATP ). 

^MSf-H^ + .ilPAS-lOmgS^^dOxDenhardt'SjexSSC, 0. lrag/ml 
CT DNA (**M**DNA)). ^«P^, 68°C 2 /Mtf . 

i> *IB&***MMM*. 

2 ) 2xSSC, 0. 1%SDS + , 40°C & 15 frty ( 2 # ). 

3 ) 0. lxSSC, 0. 1%SDS + . 40°C & 15 frfy ( 2 # ). 

4)0. lxSSC, 0.1%SDS+, 55°Cft 30 (2*), tiM^f. 

1) 

2 ) 2xSSC, 0. 1%SDS + , 37°C ft 15 ( 2 # ). 

3 ) 0. lxSSC, 0. 1%SDS + , 37°C ft 15 ( 2 & ). 

4)0. lxSSC, 0.1%SDS+, 40°C^15^# (2#), Ii6([f. 



-70°c, x-Ml (jECM-«nM*^«A«Ml>iQf^). 

8 DNA Microarray 

(DNA Microarray) ft @ 8*&&£*»*«fc 
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«ISMAM«M*^IIB; ^PiS#«^. 

+ *P*T*W*lK DeRisi, J. L. , Lyer, V. &Brown, P. 0. 

(1997) Science 278, 680-686. &X$L Helle, R. A. , Schema, M. , Chai, A. , Shalom, D. , 
(1997) PNAS 94: 2150-2155. 
( - ) A# 

cDNA £it 4000 &£mmm%& DNA, * + 
500ng/ul M Cartesian 7500 (ft g&g Cartesian ^) A-fSfc^ 

JU. jMA£filttJEft* 280nm. #A#£tt*tfi|*T;M^ 

1. *aJf* + *^4^tt; 

2. 0. 2%SDS^1^#; 

4. NaBH 4 #p33 5 3H+; 

5. 95°C^Kt2^#; 

6. 0. 2%SDS 1 

7, ^o^NWI^ 

8. 25°C##^*&M. 
( " ) 

ffi-#^jS'JAiE^fflP^M + tt$l4mRNA,#^01igotex mRNA Midi Kit (ft 
| QiaGen ^^)^feft mRNA, ita£&#:^#l #-^;)fc##J Cy3dliTP(5-Amino- 
propargyl-2'-deoxyuridine 5'-triphate coupled to Cy3 fluorescent dye, 
& Amersham Phamacia Biotech A^)#i£iE , g'/rT&&ft mRNA, Mfcjt&ft] 
Cy5dUTP(5-Amino-propargyl-2--deoxyuridine 5*-triphate coupled to Cy5 
fluorescent dye, J$ % Amersham Phamacia Biotech ^^)#i(L#frl££L& mRNA, 

Schena,M. , Shalon, D. , Heller, R. (1996) Proc. Natl. Acad. Sci. USA. Vol. 93: 10614-10619. 
Schena,M. .Shalon, Dari. , Davis, R. W. (1995) Science. 270(20): 467-480. 
(H) 

UniHyb™ Hybridization 
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Solution TeleChem 4^) + 16 >hfch (1* 

SSC,0. 2%SDS) ScanArray 3000 General Scanning^ 

fl ) :&fT##, #$$®IU!i| Imagene (&g Biodiscovery A3 ) 
Mr&m. &iB4M\£tt Cy3/Cy5 tkft, #tfc<M^ 0.5^f 2 ^,«^3jJI:£ 

Cy3 signal=1305. 64 ( JRE^||«lf ) ,Cy5 
signal=1533. 77 , Cy3/Cy5=0. 8513, ft 
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fe*ll*3fe 

U 11, *#«"f fc^tf: SEQ ID 

3, frfca**2j?fafctt#jfc, ^MM^E^-frfe*** sbq id mim^HIM. 

(a) *«|^* SEQ ID NO: 2 Jff*|tfMU*fl^ gft*, 

(b) (a) E*htt£tt#*; * 

(0 J| (a) A (b) *£>70ftfeH&tt#&*ft. 

SEQ ID NO: 2 Iff* 

6> fcfcftl** 4 #ri£ft###&, SEQ 
ID NO: 1 + 988-1281 SEQ ID NO: 1 + 1-2025 ftft#?'J. 

?!|-*M&±ifflJJfe: 

(a) ?mmmmftm*$i®iE.m; * 

(b) MUM 4-6 +«fft-*l^**^it#tt«#ft*#^tt*±48|fc. 
9. -#*#tt*£L*#|l*i*&** 11 »tttt#lttt«l***, *#«-f 

(a) 4*3fe**4t|t»«l*6*i([ll*frT, *#*t^»*8M*»xa-(fc 

(b) M^+MllJM«iiI#W^i ii *tttt#Jfc. 
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12, ftWJ£#ll#r£fttt^#/, ##fiE£-f fc* SEQ ID NO:10r*tt#£ 

13, -^MujfifcM^I, *4Mt*-f**ft^*«-f*^* 

14, -*MfcM**l** 1-3 

^«M«#^JS-6«ii AMUR*. tefoMWMM; MR? 

16, fcfcflS* 4-6 +«|tf-*lfl**i?fStWtt»^WJft«, £4#«f- 

li 

18, MKHAUttll^l^^ 

AM. Hiv*ftM&ttM*#£*£tt**. 
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S 29 FIIKKESVKTLKDSRKCFVCCLWWGKEQSTTGERLAENEFRLLSIDPDRK 78 

II. I II I I.I lllllll I .III -.1 . 
P 1 VVVDPEFVKQNRKVFVQLTCAFRYGREDDEVLGLKFRKELFLSRVQVYPP 50 

S 79 NTTSLYKHK 87 

P 51 ANADMEMTK 59 

S l 




@2 
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flg 21 * 

(iii)#*||t0:9 

(2) SEQ ID NO: 
(i)tf*l4toE 

(A) -fc&: 2025bp 

(B) |HM: « 

ft& 

(ii)^f-HS: cDNA 
(xi)#?'J#i£: SEQ ID NO: 1: 
1 ATTCTGCAGATTTTAACCACTGTCCCCACTAGAGCACTATAGTAGTTGCCACAAGCAGTT 
61 AAGCCTTTAACAACTGAGGTTCTGATTCAAGGTTACTAAAATGACAGTGATTGAGTACAT 
1 2 1 TTAAAAATACCTTAGCCGGGCTTGGTTGGTGGGCGCCTGTAATCCCAGCTAGGAGGCTGA 

— 181-GAGAGGAGAATGGTGTGAAGGGGGAAGGGGGAGGTTGGAGTGAGGGGAGA-T-TGTGGGAGT 

241 GCACTCCCGCCTGGGCGACAGAGCGAGACTCTGTCTCAAAAAAAAAAAAAAAAAAAAAAT 

3 0 1 CTATCTATCTATCTATCTATCTATCTATCTATCTATCTATCTATCTATATCTTCATCCCA 
361 TCAACTCATTAAGAACTGAGACTATACTCCTAGCATAAAGATGAAAGGATGATAAGTACA 

4 2 1 CTGGAAAATAAAAATAATTAG ATTTGAAAAG ACTGTTA ATTGCCTCTAGTTAAGCTGGG A 

4 8 1 G AAAAAAGTGAAGAG AAAGGAGTCAGAAAGCCTTTCTGATCCAGTTTCATATAATTATGT 

5 4 1 CTAAGATTGTTCAGATATTAATCCACTTAAGAGTTTTTGGACAAAAGCCAATTATAAACT 

6 0 1 CATTACTCC AAAGACAAAGGTACTTGTCACATC ATCCAGATTGCACTTAAATCAAGTCCA 

6 6 1 CTG AA A ACCTTTTTATTCCTGGTATTTTAACCTGTAGGCCTTAGTAGGCTGGGGAATAGA 

7 2 1 AAAACTTCGTATTGATACTAGAGGACTAATACTGAGCATGAAAAATCATAGCAAGGCAAT 

7 8 1 TTACCAGAATTTGCA AATACTTATCAACCTATTTTATATGGCACCTGTAGACAGCATCTG 

8 4 1 AGG AATATTTGT ACA AAAGTA ATTTGGTAATTTAAGTAACACTGTACACTAAAACTTTGG 

9 0 1 CATCTACATTAC ATTTAAAGCCAACCAATAGTTGTC AGTTCCTGCAAGCAGCCTACTTCA 
9 6 1 GTATGAGAGCAG AGGTTTATC AGTGTTATGCCTACAACTTTAATTCATTCATCTAG AGGA 



WO 01/62782 PCT/CNOO/00710 

3/6 

1021 TTTTCACTGATTTTTATAGAAAGAACCCAAATGATTCTACTTAGTAATACATTTA.TAATC 
1081 A AGAAAG AATCTGTT AAG ACCTTGA AAGACAGCAGGAAATGCTTTGTCTGTTGCCTGTGG 
1141 TGGGGTAAGGAACAAAGCACAACTGGTGAAAGATTGGCTGAAAATGAATTTCGTCTACTT 
1201 TCTATTGACCCTGACAGAAAAAATACTACTTCACTGTATAAACATAAAGACATGCCTGCC 
1261 AATGC AAAGGTCTATCACTAGGTCCTCTTCCCTTTTAAAAAATATTAGAGCATGCATTCT 
1321 CAATGGGGGTCAATCACTACCAAGGATTAAAAAAAAAAAAATTGGTTGGGCATGGTGGCT 
1381 CACGCCTGTAATCCCAGCACTTTGGGAGGCCAAGGCAGGCAGACCACGGTCAGGAGTTTG 
1441 AGACCAGCCTGATCAACGTGGTGAAACCTCTACTAAAAATACAAAAATTAGCCAGGGGTG 
1501 GTGGTGGCCGCCTGTAATCCCAGCTACTCAGGAGGCTGAAGCAAG AGAATCGCTTGAACC 
1561 C AGGAGGCAGAG ATTGCAGTGAGCTGAGATCATGCCATTGCACTCCAGCCCAGGCAACAG 
1621 AGTGAGACTGTCTCCAAAACAAAAACAAAAACATTTTACTCTTTTCATGTACAAAGCACA 
1681 GAACCAGTACATACACAGCATATCTATGGTAATAAAATTTATGGGGGACTCTATTAGAAA 
1741 AAAGTCTAGCTGGGCGCGGTGGCTCAAGCCCATAATCCCAGCACTTTGGG AGGCTGAGGC 
1801 GGGTGGATCACAAGGTCAGGAGATTGAGACCATCCTCGCTAATCCGGTGA AACCTCGTCT 
1861 CTACTAAAAATACAAAAAAATTAGTCGGGCATGGTGGCGGGCGCCTGTAGTCCCAGCTAC 
1921 TAGGGAGGCTGAGGCAGGAGAATGGCGTGAACCCGGGAGGCGGAGCTTGC AGTGAGCCGA 
1981 G ATCGCGCC ACTGCACTCCAGCCTGGTGACAGAGCG AGACTCCGT 

(3XSEOJD_N0:-2$4t& - 

(A) *ft: 97^&« 

(B) £S: &4ISfc 
(D)##£$: 

(ii)^f-M: £ft 

(xi)#?'J#3£: SEQ ID NO: 2: 

1 Met Pro Thr Thr Leu He His Ser Ser Arg Gly Phe Ser Leu He 

16 Phe He Glu Arg Thr Gin Met He Leu Leu Ser Asn Thr Phe He 

31 He Lys Lys Glu Ser Val Lys Thr Leu Lys Asp Ser Arg Lys Cys 

46 Phe Val Cys Cys Leu Trp Trp Gly Lys' Glu Gin Ser Thr Thr Gly 

61 Glu Arg Leu Ala Glu Asn Glu Phe Arg Leu Leu Ser He Asp Pro 

76 Asp Arg Lys Asn Thr Thr Ser Leu Tyr Lys His Lys Asp Met Pro 

91 Ala Asn Ala Lys Val Tyr His 
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(4) SEQ ID NO: 3ft-f£& 

(i) #7'J#fc 

(A) -fefc: 24^ 

(B) M: ft* 

(ii) ****: 

(xi)#?'J#3£: SEQ ID NO: 3: 
ATTCTGCAGATTTTAACCACTGTC 

(5) SEQ ID NO: 4 ft it 

(A)*A: 24^H 
<B)*fi: 
(0*tt: 
CD)*##*: 
(ii)^f-jHil: 

(xi)#fl|ffii£: SEQ ID NO: 4: 
ACGGAGTCTCGCTCTGTCACCAGG - 

(6) SEQ ID NO: 5 ft -ft & 

(i) #*HME 
(A)* A: 33$£ 

ft* 

(C) $H4: 

(D) ##g#: a '14 

(ii) ^f-**: £ft#& 
(xi)#?'J$i£: SEQ ID NO : 5: 

CCCCATATGATGCCTACAACTTTAATTCATTCA 

(7) SEQ ID NO: 6$fft& 
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(A) -fc£: 33** 

(B) ^M: 

(D)##g#: && 
(ii)^f-HS: 

(xi)^H|#^: SEQ ID NO : 6: 
C ATGGATCCCTAGTG ATAG ACCTTTGCATTGGC 3 3 

(8) SEQ ID NO: 7 ft if & 

(A)-feft: 15^#,*i& 
CB)ftA: 

<D)*#g#: &<|4 

Ui)****: #Jft 
(xi)#*|#ifc: SEQ ID NO: 7: 
Met-Pro-Thr-Thr-Leu-Ile-His-Ser-Ser-Arg-Gly-Phe-Ser-Leu-Ile 15 



(9) SEQ ID NO: 8ftttJ& 

(4-)-^>J-## 

(A) -fe&: 41** 

(B) Hft: gft 
(OMtt: 

(ii)fr***: 

(xi)#?J$3£: SEQ ID NO : 8: 
TGCCTACAACTTTAATTCATTCATCTAGAGGATTTTCACTG 4 1 

( 10) SEQ ID NO: 9ftttA 

(A) * A: 41** 

(B) H^: 
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(ID****: 

(xi)##IMi£: SEQ ID NO : 9: 
TGCCTACAACTTTAATTCAGTCATCTAGAGGATTTTCACTG 



INTERNATIONAL SEARCH REPORT 



Intel tiona) application No. 

PCT/CNOO/00710 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C07K14/435, A61K38/17 

According to International Patent ClasslficationflPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched(classification system followed by classification symbols) 

IPC 7 C07K I C12N,A61K 



Documentation searched other than minimum documentation to tho extent that such documents are included m the field searched 



Electronic data base consulted during the international search(name of data base and, where practicable, search terms used) 
WPl, Genebank. EMBL, DDBJ, SwissProt PDB. CNPAT 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



P,A 



CN124934I(FUDAN UNIVERSITY) 

5 April 2000 

See the whole document. 

W0985563S(DUKE UNIVERSITYfUSAJS]) 

10 December 1998 

See the abstract 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant claim No. 



1-12, 15-18 



1-12, 15-18 



I I Further documents are listed in to continuation of Box (X £3 See patent ftmlryenncx. 



' Special otoegorioc of cited documents: 

"A" document defining die general state of the ait which is not considered 

to be of particular relevance 
*C earlier document but published on or afier the mutational filing date 

"L" document which may throw doubts on priority daim(s) or which is 
cited to establish the publication date of another citation or other 
special reason(as specified) 

"O" document referring to an oral disclosure, us*, exhibition or other 
means 

"P" document published prior 10 the International tiling dat bm later than 
the priority date claimed 



T later document published after the mternational filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the Invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to Involve an inventive 
step when the document is taken alone 

"Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
oomfaioed with one or more other Such documents, such combination 
being obvious to a person skilled in the an 

document member of the same patent family 



Date of the actual completion of the intemationa) search 
27 March 2001(27.03.01) 



Name and mailing address of the ISA/ 

The Chinese Patent Office 
6, Xitucheng Road, Haldian District, 
Beijing, 100088, Chine 
Facsimile No. 86-10-6201945 1 



Date of mailing of the international search report 



6 APR Zfflf 



Authorized officer 

CHANG.mao 

Telephone No. 8&-1 0-S20939Q6_ 



Form PCT/JSA/2lO(second sheetXJuty 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/CN00/00710 



Box L Observations where certain claims were found unacarcheblKCoptlnuation of item I of first sheet) 



This international search report has not been established in respect of certain claims under Article 1 7(2Xa)for the following reasons: 

^ ClaimsNos.:13. 14 

because they relate to subject matter not required to be searched by Authority, namely: 

methods for the diagnosis or for the treatment of disease 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful search can be carried out specifically: 



3. Q Claims Nos.: 

because they are dependent claims and are not drafted in accordance with die second and third sentences of Rule 6.4(a). 



Pox II. Observations where unity of invention Is lackingfContinuation of item 2 of first sheet) 



This Internationa] Searching Authority found multiple inventions in this international application, as follows: 



1. d As all required additional search fees were timely paid by the applicant, this international search report covers all 

searchable claims. 

2. As all searchable claims could be searched without efFort iuatifring an a 



of any additional fee. 



s payment- 



3. Q AS only some of the required additional 3earoh fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 



4. O No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by olairns No*.: 



Remark on Protest [I] The additional search fees were accompanied by the applicant ' s protest. 

f"l No protest accompanied die payment of additional search fees. 



Form PCT/!SA/210(comUiuation of first sheetfUXJuly 1992) 



INTERNATIONAL SEARCH REPORT 

lnfomiation on patent family members 



mternatiuimi application No. 

PCT/CN00/00710 



Patent document 


Publication 


Patent family 


Publication 


Cited in search report 


date 


Hid 1 1 b6rs 


date 


CN 1249341 


2000-04-05 


NONE 






1998-12-10 


AU7725598 


1998-12-21 






US5891646 


1999-04-06 






EP1015608 


2000-07-05 






US61 10693 


2000-08-29 



1 



Form PCT/lSA^lO(patent family annexKJuly 1992) 



SB? _ fr9 

PCT/CN00/00710 



A. 

IPC 7 C07K147435.A61K38/17 



b. mw® 



IPC 7 C07K.C12N.A61K 



WPI, Genebank, EMBL, DDBJ. SwlssProt, PDB, CNPAT 



c. 













P.A 
A 


CN1249341(SM^^) 
2000 ^ 4 ^ 5 R 

W09855635(tt^^:^m^/5lg]) 

1998^12^ 10 0 

III. 


1-12, 15-18 
1-12, 15-18 













27.3 ft 2001(27.03.01) 


2 5, 41 2001 (2 6.0 4. 0i> 


• *® Jbmr&iSj2EIff±ttia 6 ^(100088) 
86-10-62019451 


86-10-62093906 LLSlj 



PCT/ISA/2I0 2 KKI W2 4£ 7 H) 



BBttftftft 



PCT/CN00/00710 



i. [3 ttfw*flret 13, H 



2. Q ttf9«*tt*i 



3. □ fefHMMM. 

BftttflftJURftftS*. 6.4(a)£ 2 *u*n 9 3 



1. □ a?*«AsiMWT±»i»jw«fc#. *nifftMt*^*tejrofttMf^*wtt. 



2. □ bttmtoimmmmm®, ±mm*m*m*w&*im*. *ttm*x+m 



4. □ $%x*mmMm$iXttwm®#&. n*. *nmkiMM*awim*+nseMm*m* 



PCT/CN00/00710 



CN1249341 



2000-04-05 



NONE 



W09855635 



1998-12-10 



AU7725598 
US5891646 
EP 1015608 
US61 10693 



1998- 12-21 

1999- 04-06 

2000- 07-05 
2000-08-29 



PCT/tSA/210 *(R«^iWWftXI»2 * 7 fl) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



